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International application No. PCT/US00/26207 



I. Basis fth rep rt 

1 . With regard to the lements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7)): 
Description, pages: 

1-64 as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 



Claims, No.: 



1-38 



as originally filed 



Drawings, sheets: 



1/5-5/5 



as originally filed 
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□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 
considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 



6. Additional observations, if necessary: 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 21-28 

No: Claims 1 -20,29-38 

Inventive step (IS) Yes: Claims 

No: Claims 1 -38 

Industrial applicability (IA) Yes: Claims 1 -38 

No: Claims 



2. Citations and explanations 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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S cti n V 

D1 : WO 97 42345 A (ZENECA LTD ;WHITCOMBE DAVID MARK (GB); LITTLE 

STEPHEN (GB); BROWNI) 13 November 1997 (1997-11-13) 

D2: WO 98 40518 A (GUILFOYLE RICHARD A ;GUO ZHEN (US); WISCONSIN 

ALUMNI RES FOUND (US) 17 September 1998 (1998-09-17) 

D3: WO 97 14028 A (LUMINEX CORP ;CHANDLER VAN S (US); FULTON R 

JERROLD (US); CHANDLER) 17 April 1997 (1997-04-17) 

D4: WO 98 10095 A (BRAX GENOMICS LTD ;THOMPSON ANDREW HUGIN 

(GB); SCHMIDT GUNTER (GB)) 12 March 1998 (1998-03-12) 

1. Claims 1-28 

1.1. D1 (see pages 1,6,12 and 13; claims and fig. 17) refers to a method for detecting a 
nucleic acid base sequence, comprising mutation specific extension of tagged 
primers. The products are detected with primers against the tag and with the help 
of TagMan probes. The binding region of the TagMan probe can be introduced via 
the allele-specific primer. These allele-specific primers clearly fall within the 
definition of an "indexing reagent" as given in the present application. Therefore, 
the disclosure in D1 anticipates the subject-matter of claims 1-20, which does not 
meet the requirements of Article 33(2) PCT. 

Due to the generic and broad wording of the independent claims, also the 
disclosure in D3 (see abstract and claims) is anticipating claims 1-4 and 8-20. 

1 .2. The specific indexing methods of claims 21-28, which refer back to claims 1 -4, are 
distinguished from the disclosure in D2 (see claims) insofar, as D2 does not 
disclose homogenous detection, but relies on size separation by gel 
electrophoresis. The problem to be solved by the underlying invention is 
therefore, as described on pages 5-6 of the description, the provision of simple, 
relatively fast and easy to automate methods that overcome the disadvantages of 
electrophoretic separations. 

Quantitative real time PCR using TagMan probes is a method known in the art, 
which has been exclusively designed to overcome the above problems. A person 
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skilled in the art, when trying to solve this problem, would turn to D1 where exactly 
this method is described. When combining the teaching of D1 and D2 he/she 
would arrive at the claimed subject-matter in an obvious way. Accordingly, claims 
21-28 are not based on an inventive concept and do not meet the requirements of 
Article 33(3) PCT. 

2. Claims 29-38 

The devices necessary for carrying out the methods described in D2 and D4 (see 
examples) contain all technically characterising features of the device according to 
claims 29-38. Moreover, also documents D1 and D3 are considered to anticipate 
the device of claims 29-36. 

The claims are not novel and do not meet he requirements of Article 33(2) PCT. 
Section VIII 

The scope of protection conferred by a patent is defined in the claims. The term 
"paragraph(s)" as used throughout the claims should therefore be deleted. 
Moreover, the second set of claims ("paragraphs") contained in the description 
(pages 7-12) is misleading and has to be deleted. 

The term "Type 1 1 restriction cite" in claim 28 is not clear (Art.6 PCT). 

Citations of prior art documents "being hereby incorporated by reference" should 
be deleted. 
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This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This International Search Report consists of a total of 3 sheets. 

|X] It is also accompanied by a copy of each prior art document cited in this report. 



Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

| | the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23. 1 (b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 
| | contained in the international application in written form. 

filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 



□ 
□ 
□ 
□ 

□ 



□ 
□ 



the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 

Certain claims were found unsearchable (See Box I). 
Unity of invention is lacking (see Box II). 



4. With regard to the title, 

[X] the text is approved as submitted by the applicant. 

| | the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 

[X] the text is approved as submitted by the applicant. 

□ the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract is Figure No. J 

j | as suggested by the applicant. j j None of the figures. 

[X| because the applicant failed to suggest a figure. 

| | because this figure better characterizes the invention. 



Form PCT/ISA/210 (first sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



ia^^~ 



A. CLASSIFICATION OF SUBJECT MK 

IPC 7 C12Q1/68 



According to International Patent Classification (IPC) or to bolh national classification and IPC 



Siatlonal Application No 
T/US 00/26207 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
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Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 

EPO-Internal , WPI Data, PAJ, MEDLINE, EMBASE 
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Category ° Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



WO 97 42345 A (ZENECA LTD ;WHITC0MBE DAVID 
MARK (GB); LITTLE STEPHEN (GB); BROWNI) 
13 November 1997 (1997-11-13) 
page 1 
page 12-13 

page 6; claims; figure 17 

WO 98 40518 A (GUILFOYLE RICHARD A ;GU0 
ZHEN (US); WISCONSIN ALUMNI RES FOUND (US) 
17 September 1998 (1998-09-17) 
the whole document 
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1-20, 
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Patent family members are listed in annex. 
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"A" document defining the general state of the art which is not 
considered to be of particular relevance 

*E' earlier document but published on or after the international 
filing date 

"L" document which may throw doubts on priority claim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

*0" document referring to an oral disclosure, use, exhibition or 
other means 

"P - document published prior to the international filing date but 
later than the priority date claimed 



T" later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X - document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

"V document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

*&" document member of the same patent family 
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EP 0 735 144 A (JAPAN RES DEV CORP) 
2 October 1996 (1996-10-02) 
the whole document 

UNRAU P ET AL: "NON-CLONING AMPLIFICATION 
OF SPECIFIC DNA FRAGMENTS FROM WHOLE 
GENOMIC DNA DIGEST USING DNA ' INDEXERS'" 
GENE, 

1994, XP002054436 
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(57) Abstract: The invention relates to method and devices for indexing populations, among other things. Particular embodiments 
relate to methods for indexing population that can be carried out in homogeneous media, particularly methods in which indexing 
reactions can be carried out in homogeneous media and the products of the reactions can be determined without physically separating 
the products from the reaction. In these and other regards the invention further relates to methods and devices for indexing using real 
time monitoring and determinations based on reaction kinetics. In another further respect in these and other regards the invention 
relates to multiplexed indexing. And, in a still further specific in all these regards the invention relates to methods and devices for 
indexing a substantial fraction of all sub-populations of a given type. Specific embodiments relate to polynucleotides to expression 
profiling and to strand displacement indexing and reagent for strand displacement indexing. 
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